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ABSTRACT
MicroRNAs (miRNAs) are endogenous 22 nt non-coding RNAs that target mRNAs 
for cleavage or translational repression. Numerous miRNAs regulate programmed cell 
death including apoptosis, autophagy and necroptosis. We summarize how miRNAs 
regulate apoptotic, autophagic and necroptotic pathways and cancer progression. We 
also discuss how miRNAs link different types of cell death.
INTRODUCTION
Programmed cell death (PCD) is defined as 
regulated cell death executed by an intracellular program. 
Apoptosis was traditionally thought to be the only form 
of programmed cell death. However, in the last decade, 
programmed cell death has expanded to include autophagy 
and necroptosis (programmed necrosis). These modes 
of programmed cell death, especially apoptosis and 
necroptosis, serve as natural barriers that restrict malignant 
cells from survival and dissemination.
A breakthrough in cell and molecular biology in the 
last decade is the discovery of a new class of endogenous, 
noncoding small RNAs (microRNAs/miRNAs). The function 
of these miRNAs is to control gene expression by acting on 
their target mRNAs, leading to either mRNA degradation 
or translational repression. Numerous miRNAs have been 
reported to perform specific functions in the regulation of 
tumor progression and multiple drug resistance [1–8].
In this review, we summarize how miRNAs 
regulate apoptosis, autophagy, and necroptosis and focus 
on the impact of these regulatory activities on cancer 
progression. We also discuss how miRNAs bridge the 
crosstalk between different types of cell death. At the 
end of this review, we highlight the future challenges and 
propose possible research directions in this field based on 
our current understanding.
An introduction to microRNAs
MiRNAs are highly conserved, small noncoding 
RNA molecules that function to regulate a wide 
variety of cellular processes by interfering with protein 
expression or mRNA degradation [9]. In mammals, 
miRNAs are estimated to regulate approximately 50% 
of all protein-coding genes and play important roles in 
all types of biological events, including cell proliferation 
and differentiation, cell fate determination, signal 
transduction, organ development, host-viral interactions, 
tumorigenesis and progression [9, 10]. miRNAs act as 
guides for the miRNA-RNA-induced silencing complex 
(miRNA-RISC) to specifically regulate their target 
mRNAs. With few exceptions, the miRNA-binding sites 
normally lie in the 3’-untranslated regions (3’-UTRs) of 
mRNAs. The binding of miRNAs to mRNAs involves the 
Watson-Crick base pairing of miRNA nucleotides 2–8, 
representing the seed region [11]. The degree of miRNA-
mRNA complementarity is considered to be a key factor 
affecting the regulatory mechanism of miRNA. Perfect 
complementarity triggers the Ago-catalyzed cleavage of the 
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mRNA strand, whereas central region mismatches exclude 
this cleavage but inhibit mRNA translation [11, 12].
MicroRNAs and apoptosis
Apoptotic pathways
There are two basic apoptotic signaling pathways: 
the extrinsic and intrinsic apoptotic pathways [13]. 
The intrinsic (or mitochondrial) apoptotic pathway is 
triggered by a variety of intracellular stimuli, including 
DNA damage, cytotoxic drug treatment, growth factor 
deprivation, and/or oxidative stress. This pathway relies 
on the formation of a complex termed the apoptosome, 
which is composed of procaspase-9, apoptotic protease 
activating factor 1 (Apaf-1), and cytochrome c. A series of 
Bcl-2 family members including Bax, Bak, Bcl-2, Bcl-xL, 
Mcl-1, Bid, and Bim control the release of cytochrome c 
by regulating mitochondrial membrane permeabilization. 
Notably, Bax and Bak homo-oligomerize on the surface 
of mitochondria to promote pore formation in the outer 
mitochondrial membrane. Pro-apoptotic factors such as 
cytochrome c leak out of mitochondria via these pores 
and play important roles in the induction of apoptosis. The 
extrinsic pathway of apoptosis is initiated by the binding 
of death ligands [e.g., Fas ligand (FasL), TNF-related 
apoptosis-inducing ligand (TRAIL), TNF-α, and TNF-like 
weak inducer of apoptosis (TWEAK)] to death receptors 
in the TNF receptor (TNFR) superfamily [e.g., Fas, death 
receptor (DR)4/5, TNFR, and DR3]. This interaction 
is followed by the assembly of the death-inducing 
signaling complex (DISC), which consists of the Fas-
associated death domain-containing protein (FADD) and 
procaspase-8/10. DISC then either activates downstream 
effector caspases (caspase-3, 6 and 7) to directly induce 
cell demise or cleaves the Bcl-2 family member Bid to 
form tBid, thereby triggering the mitochondria-mediated 
intrinsic apoptotic pathway [13]. In addition to these two 
well-known apoptotic pathways, chronic endoplasmic 
reticulum (ER) stress also triggers apoptosis via the 
activity of inositol-requiring protein-1 (IRE1) and C/
EBP-homologous protein (CHOP). These alternative 
signaling cascades may interact with the intrinsic or 
extrinsic apoptotic pathway at some points [14]. The major 
apoptotic processes are depicted in Figure 1.
Numerous factors such as Smads, mammary serine 
protease inhibitor (Maspin), death-associated protein 
kinase (DAPK), p53, cellular inhibitor of apoptosis 
proteins (cIAPs), and NF-κB have been reported to be 
involved in the regulation of apoptotic pathways [15]. 
Interestingly, these factors often act at more than one node 
in either the intrinsic or extrinsic apoptotic pathway. p53, 
a classic pleiotropic regulator of cell fate in response to 
DNA damage, trans-activates several pro-apoptotic Bcl-2 
family members (Bax, Bid, PUMA, and NOXA), Apaf-
1, caspase-6 and -8, the two central death receptors Fas 
and DR5, and the death ligand TRAIL but trans-represses 
anti-apoptotic factors such as Bcl-2 and survivin. In 
addition to transcriptional regulation, p53 directly 
modulates mitochondrial function by promoting the 
oligomerization of Bax and Bak and by interacting with 
Bcl-2, Bcl-xL, and Mcl-1 [16, 17].
miRNAs that regulate the intrinsic apoptosis pathway
Many miRNAs have been shown to be involved in 
regulating the intrinsic apoptotic pathway and in inhibiting 
tumor growth. miR-365, which is highly expressed in 
invasive ductal adenocarcinoma, directly targets the 
adaptor protein Src homology 2 domain-containing 1 
(SHC1) and the pro-apoptotic protein Bax, and these 
interactions are associated with gemcitabine resistance 
in pancreatic cancer cells [18]. miR-125b conferred the 
resistance of breast cancer cells to paclitaxel via the 
suppression of pro-apoptotic Bak expression [19]. miR-
491 directly targets Bcl-xL and significantly decreases 
the viability of human DLD-1 colorectal cancer cells 
by inducing apoptosis. Treatment with miR-491 also 
suppresses DLD-1 cell-derived tumor growth in nude 
mice in vivo [20]. miR-133a was shown to be down-
regulated in osteosarcoma cell lines and in primary 
human osteosarcoma tissues, and this down-regulation 
strongly correlated with tumor progression and prognosis. 
The restoration of miR-133a inhibited cell proliferation, 
induced apoptosis, and suppressed tumorigenicity in 
osteosarcoma cell lines. The tumor-suppressive activity 
of miR-133a is likely due to the targeted suppression 
of Bcl-xL and Mcl-1 expression [21]. miR-608 was also 
reported to target Bcl-xL to regulate chordoma malignancy 
[22]. miR-15a and miR-16–1 were shown to be frequently 
deleted or down-regulated in a majority of chronic 
lymphocytic leukemia (CLL) cases, and their expression 
inversely correlated with Bcl-2 expression. A further study 
showed that these two miRNAs negatively regulate Bcl-2 
at the posttranscriptional level via direct inhibition [23] 
and induce apoptosis. miR-204 is another suppressor 
of Bcl-2 expression. The down-regulation of miR-204 
correlated with increased Bcl-2 protein staining in human 
gastric cancer (GC) specimens. The ectopic expression 
of miR-204 inhibited colony formation, cell migration 
and tumor engraftment by GC cells and increased the 
responsiveness of GC cells to 5-fluorouracil or oxaliplatin 
treatment [24]. miR-148a and miR-24–2c also directly 
suppress Bcl-2 expression [25, 26]. miR-23a/b and miR-
27a/b act as endogenous inhibitors of Apaf-1 expression 
and control the sensitivity of neurons to apoptosis [27]. 
miR-133 and miR-24a were observed to directly repress 
caspase-9 to regulate cell fate (Figure 1) [28, 29].
miRNAs that regulate the extrinsic apoptotic pathway
miRNAs are also involved in regulating the 
extrinsic apoptotic pathway. FasL was reported to be 
a direct target of miR-21, and the ectopic expression of 
miR-21 protected cancer cells from gemcitabine-induced 
apoptosis [30]. miR-590, which is highly expressed in the 
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human acute myeloid leukemia (AML) cell line AML-
193, inhibited FasL expression in AML and promoted cell 
survival [31]. miR-20a down-regulated Fas expression in 
osteosarcoma cells, thus enhancing the metastatic capacity 
of osteosarcoma cells by promoting cell survival in the 
FasL-positive lung microenvironment [32]. miR-146a and 
miR-196b are also potent suppressors of Fas expression 
[33, 34]. The ectopic expression of miR-196b led to more 
aggressive leukemic phenotypes and caused much more 
rapid leukemogenesis upon secondary transplantation. 
However, the overexpression of Fas reversed these miR-
196b-mediated phenotypes [34].
miR-25 expression is elevated in malignant 
cholangiocarcinoma cells. It was demonstrated that miR-25 
targets the TRAIL receptor DR4 and promotes the evasion 
of TRAIL-induced apoptosis in cholangiocarcinoma [35]. 
miR-K10a was reported to prevent TWEAK-induced 
apoptosis by targeting the TWEAK receptor (TWEAKR) 
[36]. In contrast to other death ligands, TNF-α can 
trigger either apoptosis or cell survival depending on its 
downstream signaling complexes. miR-187, miR-181c, 
and miR-34a were shown to directly target TNF-α mRNA 
to regulate apoptosis or inflammation [37–39]. FADD 
can be transcriptionally regulated by miR-155 [40] or 
Figure 1: miRNAs regulate the major apoptosis pathways. The orange region represents the extrinsic apoptotic pathway; the 
yellow region represents the intrinsic apoptotic pathway; the blue region represents ER stress-induced apoptosis; the purple region represents 
common members of different apoptotic pathways; the green region represents critical regulators controlling apoptosis. Major miRNAs that 
regulate apoptosis effectors are shown in the diagram in dark blue. FasL, Fas ligand; TRAIL, TNF-related apoptosis-inducing ligand; DR4, 
death receptor 4; FADD, Fas-associated death domain protein; c-FLIP, cellular FLICE-like inhibitory protein; CHOP, C/EBP-homologous 
protein; IRE1, inositol-requiring protein-1; XIAP, X-linked inhibitor of apoptosis; Maspin, mammary serine protease inhibitor; DAPK, 
death-associated protein kinase; cIAP1/2, cellular inhibitor of apoptosis 1/2; Smac, second mitochondria-derived activator of caspases, also 
referred to as DIABLO. See the text for details.
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miR-128a [41]. Increased miR-128a levels were frequently 
observed in acute lymphoblastic leukemia (ALL). The 
ectopic expression of miR-128a conferred Fas resistance to 
Jurkat cells by directly targeting FADD, but antagonizing 
miR-128a function sensitized cells to Fas-mediated 
apoptosis [41]. Because caspase-8 is a key checkpoint 
protein that regulates the transition between apoptosis 
and necroptosis, the suppression of caspase-8 expression 
by miR-874 promotes the induction of necroptosis [42]. 
miR-186* was reported to regulate caspase-10, which is 
highly homologous to casapse-8 [43]. Cellular FLICE-like 
inhibitory protein long form (c-FLIPL), which is highly 
homologous to procaspase-8 but displays no protease 
activity, is recruited to DISC and prevents the activation of 
procaspase-8. Dysregulation of c-FLIPL has been shown to 
be associated with the malignancy of most human cancers. 
miR-512–3p negatively regulates c-FLIP expression 
by acting on a conserved miRNA-binding site in the 3′-
UTR of c-FLIP and enhances Taxol-induced apoptosis in 
HepG2 hepatocellular carcinoma cells (Figure 1) [44].
miRNAs that regulate the ER stress-induced apoptotic 
pathway
miR-211 was shown to be induced by ER stress and 
to facilitate the histone H3K27 methylation of the CHOP 
(a key effector that responds to ER-stress) promoter, 
leading to the suppression of CHOP expression and to cell 
survival [45]. Interestingly, CHOP up-regulates miR-708, 
which functions in relieving ER stress and maintaining the 
homeostasis of ER function (Figure 1) [46].
miRNAs that regulate the executioner caspases
Caspase-3, -7, and -6 are effector caspases that act 
on different apoptotic pathways to execute cell death. miR-
let-7a, plays an important role in the modulation of drug-
induced apoptosis by targeting caspase-3 in human cancer 
cells [47]. miR-378 and miR-155 were also reported to 
target caspase-3 mRNA to attenuate apoptosis [40, 48]. 
miR-106b, which is up-regulated in both human primary 
prostate tumors and distant metastases, was shown to 
target caspase-7 and to be associated with the recurrence 
of prostate cancer (Figure 1) [49].
miRNAs that control the key regulators of apoptosis
DAPK is a classic pro-apoptotic factor and meta-
stasis suppressor. miR-103 and miR-107 promote 
colorectal cancer metastasis by targeting DAPK and 
Krüppel-like factor 4 (KLF4) [50]. Smad proteins are 
critical mediators of TGF-β-induced pro-apoptotic 
signaling. It was reported that miR-21 binds to the 3′-
UTR of Smad7 mRNA to inhibit its translation [51]. 
miR-224 accelerates hepatoma cell migration and tumor 
formation by silencing Smad4 [52]. miR-125b was 
reported to act as a direct negative regulator of p53 and 
p53-induced apoptosis during development and stress 
responses [53]. miR-380–5p inhibits p53 expression 
by binding to a conserved sequence in the p53 3′-UTR. 
The suppression of endogenous miR-380–5p expression 
in embryonic stem or neuroblastoma cells increases the 
p53 level, causing extensive apoptotic cell death. The 
in vivo delivery of a miR-380–5p antagonist diminished 
the tumor size in a mouse neuroblastoma model [54]. 
Moreover, miR-214, miR-30a/b/d, miR-504, and miR-
138 act as direct negative regulators of human p53 [55–
58]. Notably, p53 is also a regulator of several miRNAs, 
constituting a complex circuit between miRNAs and p53 
that is involved in the regulation of various physiological 
and pathological processes [59–61]. Mutant p53 proteins 
can also transcriptionally regulate the expression of some 
miRNAs and can exert oncogenic activities [62].
X-linked inhibitor of apoptosis (XIAP) is a 
critical apoptosis inhibitor that targets multiple caspase 
activations. Both miR-23a and miR-24 directly target the 
3′-UTR of XIAP mRNA [63]. miR-24 overexpression 
abolished apoptosis resistance in cancer cells via the 
suppression of XIAP expression [64]. Survivin, a potent 
anti-apoptosis regulator, was reported to serve as a direct 
target of miR-218 and miR-203 [65, 66]. NF-κB is a 
pivotal protein complex that antagonizes apoptosis and 
facilitates tumor progression. A series of miRNAs have 
been demonstrated to be involved in the direct or indirect 
suppression of NF-κB activity. A few miR-520/373 
family members (e.g., miR-372, -373, -520c, and -520e) 
inhibited NF-κB signaling and abrogated the secretion of 
the pro-inflammatory cytokines IL-6 and IL-8 by directly 
targeting RelA [67]. miR-30e* enhanced human glioma 
cell invasiveness in an orthotopic xenotransplantation 
model by disrupting the inhibitor of NF-κB alpha (IκBα) 
[68]. Moreover, miR-195 is involved in the regulation 
of NF-κB activity by targeting two critical activators of 
NF-κB, IκB kinase α (IKKα) and TAB3 (Figure 1) [69].
MicroRNAs and autophagy
Autophagy and its regulation
Autophagy is a regulated cellular program that 
involves the following events: autophagy induction, 
vesicle nucleation (or formation of a phagophore), vesicle 
elongation and autophagosome formation, autophagosome 
retrieval (an intermediate recycling step for the recruitment 
of lipids and certain regulatory proteins to the growing 
phagophore), fusion of the autophagosome to a lysosome/
endosome and autolysosome formation, and autolysosome 
cargo degradation [70]. Several molecular complexes 
or components are very important for the process of 
autophagosome formation. These components are: (a) 
the UNC-51-like kinase (ULK) complex; (b) the class III 
phosphatidylinositol-3 kinase (PI3K) complex; (c) two 
ubiquitin-like protein conjugation systems, the ATG12 
conjugation system and the microtubule-associated 
protein 1 light chain 3 (LC3) conjugation system; and (d) 
two transmembrane proteins, autophagy-related gene 9 
(ATG9) and vacuole membrane protein 1 (VMP1) [71]. 
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Additionally, p62 is a cargo receptor for ubiquitinated 
proteins that plays a role in selectively delivering these 
proteins to the autophagosome [72].
The ULK complex, which is composed of ULK1, 
ULK2, ATG13, ATG101, and the focal adhesion kinase 
family-interacting protein of 200 kDa (FIP200), is 
crucial for autophagy induction. Mammalian target of 
rapamycin complex 1 (mTORC1) binds to and inactivates 
ULK1 and ULK2. The dissociation of mTORC1 from 
the ULK complex leads to ULK1/2 activation and the 
subsequent phosphorylation of FIP200 and ATG13, 
which initiates phagophore formation [73]. The PI3K 
complex, which is essential for vesicle nucleation, is 
composed of class III PI3K, Beclin-1, ATG14L, p150, and 
several regulators including Ambra1, Bif-1, UV radiation 
resistance-associated gene (UVRAG), Bcl-2, Bcl-xL, 
and the Run domain protein Rubicon [74]. The LC3 and 
ATG12 ubiquitin-like protein conjugation systems are 
responsible for vesicle elongation. In the LC3 conjugation 
system, ATG4 cleaves pro-LC3 into cytosolic LC3-I, 
which successively binds to ATG7 and ATG3. LC3-I is 
processed by these two autophagy-related proteins and 
is then coupled to phosphatidylethanolamine (PE) to 
become a membrane-bound PE-conjugated LC3, LC3-II. 
In the ATG12 conjugation system, ATG12 successively 
binds to ATG7, ATG10, and ATG5 and finally conjugates 
with autophagy-related 16-like 1 (ATG16L1) to form 
the ATG16L1-ATG5-AGT12 complex [74, 75]. These 
two ubiquitination-like systems are closely connected. 
For example, the ATG16L1-ATG5-AGT12 complex 
is localized to the phagophore and potentially acts as a 
novel E3-like enzyme to determine the sites at which LC3 
conjugates with PE [76]. VMP1 is thought to function 
by recruiting Beclin-1 and other components in the class 
III PI3K complex to the phagophore, whereas ATG9 is 
thought to contribute to the delivery of membrane particles 
to the forming autophagosome [74]. The major autophagy 
cascades are depicted in Figure 2.
Autophagy is a wise strategy to protect cells against 
potential damage that is triggered by growth signal 
deficiency, nutrient deprivation (e.g., lack of glucose 
or amino acids), genotoxic stress (e.g., DNA damage), 
hypoxic stress, ER stress, and/or ROS accumulation [77].
The engagement of growth factor receptors 
activates the class I PI3K complex and a small GTPase, 
Ras, leading to the activation of the PI3K–PKD1–AKT 
pathway and the Ras-Raf-1–MEK1/2–ERK1/2 pathways, 
respectively. Both AKT and ERK1/2 phosphorylate and 
inhibit tuberous sclerosis complex (TSC) 1/2, thereby 
stabilizing Ras homolog enriched in brain (Rheb)-GTPase, 
which, in turn, activates mTORC1, causing the inhibition 
of autophagy [78]. In addition, high amino acid levels 
activate Rag GTPase to further activate the regulatory-
associated protein of mTOR (Raptor) in mTORC1, leading 
to the inhibition of autophagy [79]. Glucose deprivation 
causes an increased AMP:ATP ratio, which activates 
AMP-activated protein kinase (AMPK) directly or 
indirectly via liver kinase B1 (LKB1) [75]. Genotoxic 
stress induces p53 gene expression, and nuclear p53 
trans-activates a series of pro-autophagic genes, including 
sestrin1/2, TSC2, AMPK β1/β2, damage-regulated 
autophagy modulator (DRAM), DAPK, Bad, and Bax. In 
contrast to nuclear p53, cytoplasmic p53 plays an opposing 
role in the induction of autophagy by activating mTORC1 
[80]. ER stress also triggers autophagy in a Ca2+-dependent 
or -independent fashion. ER stress-induced Ca2+ release 
activates calcium/calmodulin kinase kinase β (CaMKKβ) 
and subsequently enhances AMPK activity. Furthermore, 
Ca2+ influx activates DAPK, which phosphorylates and 
activates Beclin-1, leading to phagophore formation. 
Moreover, ER stress can trigger autophagy in a Ca2+ 
-independent manner in which ER stress induces eukaryotic 
initiation factor 2α (eIF2α) phosphorylation and, in turn, 
up-regulates ATG12 expression [81]. Hypoxic stress 
triggers autophagy by activating TSC1 or by inhibiting 
Rheb via Bcl-2/adenovirus E1B 19-kDa-interacting protein 
3 (BNIP3) [82]. In addition, ROS acts as a potent inducer 
of autophagy by activating AMPK or by promoting ATG4 
activity to promote LC3 activation [81]. The induction and 
regulation of autophagy are diagrammed in Figure 3.
miRNAs regulate the major autophagy cascades
The ULK complex is situated at the beginning of 
the autophagy cascades. It was reported that miR-20a 
and miR-106b participate in the regulation of leucine 
deprivation-induced autophagy via the suppression of 
ULK1 expression in myoblasts [83].
Regarding class III PI3K, miR-338–5p was thought 
to silence the expression of its catalytic subunit (PIK3C3, 
or Vps34) and suppress autophagy, thereby enhancing 
colorectal cancer cell migration [84]. Beclin-1, a key 
component of the class III PI3K complex, is a direct 
target of miR-30a, miR-376b, and miR-216a. These 
three miRNAs negatively regulate Beclin-1 expression, 
causing decreased autophagic activity [85–87]. miR-374a 
and miR-630 were shown to suppress the expression of 
UVRAG, a regulator of the class III PI3K complex [88]. 
The regulatory effects of miRNAs on other effectors (i.e., 
Bcl-2 and Bcl-xL) of the class III PI3K complex have been 
discussed above.
miRNAs are also involved in the regulation of two 
conjugation systems. By targeting the LC3 beta isoform 
(LC3B), miR-204 impeded autophagy and suppressed 
the growth of renal clear cell carcinoma [89]. ATG4D, 
an ATG4 family member, is a direct target of miR-101, 
which was observed to act as a potent inhibitor of basal, 
etoposide- and rapamycin-induced autophagy [90]. 
Moreover, miR-376b was shown to silence the expression 
of the ATG4 family member ATG4C [86]. miR-17 directly 
interfered with the E1-like enzyme ATG7 and increased 
the sensitivity of cancer cells to chemotherapy drugs 
and to low-dose ionizing radiation treatment in human 
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glioblastoma cells [91]. Similarly, miR-375 reduced ATG7 
expression by directly targeting and inhibiting autophagy, 
leading to a reduction in the viability of hepatocellular 
carcinoma cells under hypoxic conditions [92]. ATG12 is 
a target of miR-23b. In pancreatic cancer cells, decreased 
miR-23b expression increased ATG12 expression and 
autophagic activity, thereby promoting radio-resistance 
[93]. Additionally, miR-630 was thought to act as another 
direct suppressor of ATG12 [88]. miR-519a was observed 
to target the E2-like enzyme ATG10; miR-106b and miR-
519a target ATG16L1; and miR-181a, miR-374a, and 
miR-30a target ATG5 [88, 94, 95].
VMP1, a critical transmembrane protein for 
phagophore formation, is a direct and functional 
downstream target of miR-210 that is induced by 
hypoxia and that augments the metastatic potential of 
hepatocellular carcinoma cells (Figure 2) [96].
miRNAs are involved in the induction and regulation 
of autophagy
Starvation, genotoxic stress, hypoxic stress, ER 
stress, and ROS activate a series of signaling pathways 
to initiate or regulate autophagy cascades. AMPK-
mTORC1 serves as the center of autophagy regulation by 
Figure 2: miRNAs regulate the major cascades of autophagy. Autophagy includes at least six successive events: induction, 
vesicle nucleation (or phagophore formation), vesicle elongation and autophagosome formation, ATG protein and lipid retrieval, fusion of 
the autophagosome to an lysosome/endosome and autolysosome formation, and autolysosome cargo degradation. The ULK complex, which 
is composed of ULK1/2, ATG13, FIP200, and ATG101, is activated by the inhibition of mTORC1 and initiates the autophagy program. The 
class III PI3K complex, which is composed of Beclin-1, class III PI3K (i.e., Vps34), p150 (i.e., Vps15), ATG14L, and certain regulatory 
factors, is essential for vesicle nucleation. Two ubiquitin-like protein conjugation systems form two important complexes (the LC3-II-
PE complex and the ATG5-ATG12-ATG16L1 complex) that are critical for vesicle elongation. The transmembrane proteins VMP1 and 
ATG9 also play a role in nascent autophagosome formation. The major miRNAs involved in the regulation of key members of autophagy 
cascades are shown in the diagram in dark blue. mTORC1, mammalian target of rapamycin complex 1; ULK, UNC-51-like kinase; ATG, 
autophagy-related gene; FIP200, focal adhesion kinase family-interacting protein of 200 kDa; UVRAG, UV radiation resistance-associated 
gene; Rubicon, RUN domain protein as Beclin-1 interacting and cysteine-rich containing; PE, phosphatidylethanolamine; VMP1, vacuole 
membrane protein 1; PI3K, phosphatidylinositol-3 kinase. Pro-LC3, primary translation product of LC3; LC3-I, cytosolic form of LC3 that 
is cleaved from Pro-LC3 by ATG4; LC3-II, lipidated form of LC3 that is conjugated to PE. See the text for details.
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integrating numerous stimuli and pathways into a signal 
for the ULK complex, the starting point of autophagy. 
Several miRNAs have been reported to regulate AMPK-
mTORC1. miR-148b was reported to target AMPKα1 
to inhibit cell proliferation and invasion and to enhance 
cancer cell chemosensitivity [97]. miR-26b direct targeted 
and repressed TGF-β-activated kinase 1 (TAK1, a classic 
AMPK and NF-κB activator) and other factors to enhance 
the chemosensitivity of hepatocellular carcinoma cells 
[98]. Moreover, miR-99a was observed to target mTOR 
and to suppress the tumorigenicity of lung cancer cells 
[99]. miR-199a-3p regulated mTOR and c-Met to reduce 
cell invasion and to increase the sensitivity of human 
hepatocarcinoma cells to doxorubicin [100].
As for class I PI3K, recent studies showed that the 
PI3K regulatory subunit p85α (i.e., PIK3R1) serves as a 
Figure 3: Induction and regulation of autophagy by miRNAs. Growth signals, energy status (the abundance of glucose and amino 
acids), genotoxic stress, hypoxic stress, ER stress, and ROS elicit a series of signaling pathways that initiate or repress autophagy cascades. 
AMPK-mTORC1 lies at the heart of regulation of autophagy by integrating numerous stimuli and pathways into a signal for the starting 
point of autophagy, the ULK complex. In addition, ER stress and ROS regulate autophagy independently of the AMPK-mTORC1 pathway. 
The major miRNAs involved in autophagy regulation are shown in the diagram in dark blue. PDK1, 3-phosphoinositide-dependent protein 
kinase-1; TSC, tuberous sclerosis complex; Rheb, Ras homolog enriched in brain (a GTPase); REDD1, regulated in development and DNA 
damage responses 1; BNIP3, Bcl-2/adenovirus E1B 19-kDa-interacting protein 3; mLST8, mammalian lethal with Sec13 protein 8, also 
referred to as GβL; mTOR, mammalian target of rapamycin; Raptor, regulatory-associated protein of mTOR; MEK, mitogen-activated 
protein kinase kinase; Rag, a GTPase family member; AMPK, AMP-activated protein kinase; TAK1, TGF-β-activated kinase 1; LKB1, 
liver kinase B1; DRAM, damage-regulated autophagy modulator; DAPK, death-associated protein kinase; CAMKKβ, calcium/calmodulin 
kinase kinase β; eIF2α, eukaryotic initiation factor 2α. See the text for details.
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direct target of miR-503. The ectopic expression of miR-
503 suppressed non-small-cell lung cancer (NSCLC) cell 
proliferation and metastasis-related characteristics both 
in vitro and in vivo [101]. miR-193a-5p inactivated the 
AKT/mTOR signaling pathway by directly targeting the 
class I PI3K regulatory subunit p55γ (i.e., PIK3R3) and 
mTOR, which suppressed NSCLC metastasis [102]. miR-
148b was reported to reduce breast cancer malignancy by 
coordinating a novel pathway involving the PI3K catalytic 
subunit p110α (i.e., PIK3CA) [103]. Additionally, the 
PI3K catalytic subunit p110δ (i.e., PIK3CD) was directly 
regulated by miR-30b or miR-663 in human colorectal 
cancer and glioblastoma cells, respectively [104, 105]. 
Phosphatase and tensin homolog (PTEN), a negative 
regulator of the PI3K signaling pathway, was demonstrated 
as a hot target of a number of miRNAs, including miR-21, 
miR-214, miR-216a, miR-217, miR-26a, and miR-18a, 
which are involved in the regulation of several cancer 
types [106–110]. miR-375 was reported to suppress the 
expression of 3-phosphoinositide-dependent protein 
kinase-1 (PDK1), another effector in the PI3K signaling 
pathway that is often down-regulated in gastric carcinoma 
cases and that is involved in the regulation of cell survival 
[111]. miR-9500 was shown to regulate the proliferation 
and migration of human lung cancer cells by targeting 
AKT1 [112]. In addition, miR-302–367 was observed to 
be involved in the translational inhibition of AKT1 [113]. 
Rheb, a negative regulator of autophagy upstream of 
mTORC1, was silenced by miR-155 via binding to its 3′-
UTR, leading to the promotion of autophagy [114, 115]. 
The major members of the Ras-Raf-1-MEK1/2-ERK1/2 
signaling pathway are also under the control of miRNAs. 
Dozens of miRNAs such as miR-21 and miR-216b [116, 
117] were reported to regulate Ras expression and to play 
a role in tumor suppression107, 108. miR-195 was shown to 
target Raf-1 [118], miR-1826 and miR-34a to MEK1 [119, 
120], and miR-483–5p to ERK1 [121].
Hypoxia increases the expression of miR-210, which 
suppresses BNIP3 expression and maintains cell survival 
under hypoxic conditions [122]. miR-495 directly suppresses 
the expression of a downstream component of BNIP3, 
regulated in development and DNA damage responses 1 
(REDD1) and enhances breast cancer stem cell proliferation 
under hypoxic conditions via a post-transcriptional 
mechanism [123]. Similarly, other modulators (e.g., ATG4, 
LC3, DAPK, Beclin-1, ATG12, and Bax) of the ER stress-, 
ROS-, and genotoxic stress-induced autophagy pathways are 
regulated by miRNAs; most of these modulators have been 
described above (Figure 3).
MicroRNAs and necroptosis
Necrosis was traditionally thought to be an accidental 
and unregulated type of cell death. However, emerging 
evidence has shown that necrosis can be induced and 
regulated in a similar manner to apoptosis. Regulated 
necrosis is termed “programmed necrosis” or “necroptosis” 
to distinguish this process from necrosis induced by 
physical trauma [124]. Necroptosis can be induced by 
the engagement of the TNF receptor superfamily, T-cell 
receptor (TCR), interferon receptors (IFNRs), Toll-like 
receptors (TLRs), cellular metabolic and genotoxic stresses, 
and a number of anti-cancer agents [125]. Necroptosis can 
be pharmacologically inhibited using certain chemical 
compounds such as necrostatin-1 [126]. The formation of 
the “necrosome” by receptor-interacting protein kinase 1 
(RIP1, also known as RIPK1) and RIP3 is the most critical 
event in necroptosis. Multiple stimuli and pathways that 
induce necroptosis ultimately converge at the RIP1-RIP3 
necrosome. In TNF-α-induced necroptosis, the engagement 
of the TNF receptor recruits a series of proteins including 
TNFR1-associated death domain protein (TRADD), RIP1, 
TNF receptor-associated factor 2 (TRAF2), deubiquitinase 
cylindromatosis (CYLD), and cIAP1/2 to form a large 
complex termed Complex I. In this complex, cIAP1 
and cIAP2 ubiquitinate RIP1 and prevent its entrance 
into Complex II a (composed of caspase-8, FADD, and 
RIP1) and Complex II b [composed of caspase-8, FADD, 
RIP1, RIP3, and mixed lineage kinase domain-like 
(MLKL)] [127], thus restricting subsequent apoptosis or 
necroptosis. Moreover, the poly-ubiquitination of RIP1 
promotes NF-κB activation and cell survival. In contrast, 
CYLD is a deubiquitinating enzyme that is responsible 
for the removal of ubiquitin chains from RIP1 and that 
promotes the formation of ComplexIIa. Subsequently, 
caspase-8 cleaves RIP1 and RIP3, thus preventing their 
trans-phosphorylation and their phosphorylation of 
downstream necroptotic factors. However, if caspase-8 is 
inactivated by pharmacological inhibitors (e.g., zVAD), 
endogenous inhibitors (e.g., c-FLIP
S
), or genetic caspase-8 
or FADD inhibition/deletion, it loses its capacity to cleave 
RIP1 and RIP3, leading to the phosphorylation of these 
two kinases and the formation of the filamentous-like 
RIP1-RIP3 complex, or the necrosome. The RIP1-RIP3 
necrosome subsequently recruits and activates MLKL 
and phosphoglycerate mutase 5 (PGAM5), two critical 
downstream targets of RIP3 [128, 129]. During TNF-
induced necroptosis, MLKL is phosphorylated by RIP3, 
forms a homotrimer via its amino-terminal coiled-coil 
domain, and translocates to the plasma membrane, and these 
events lead to necrotic plasma membrane permeabilization 
[130]. Upon necrosis induction, PGAM5S (a short form of 
PGAM5) recruits the mitochondrial fission factor dynamin-
related protein 1 (Drp1) and activates its GTPase activity by 
dephosphorylating Drp1 at serine 637. Drp1 activation leads 
to mitochondrial fission, which is an early and necessary 
step for necrosis execution (shown in Figure 4) [131].
At present, few studies have reported on how 
miRNAs regulate necroptotic cell death. miR-155 has been 
reported to prevent necroptosis in human cardiomyocyte 
progenitor cells by directly targeting RIP1 [132]. miR-499 
can suppress the calcineurin-mediated dephosphorylation 
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Figure 4: miRNAs regulate necroptosis. Necroptosis is triggered by TNF receptor superfamily members, TLRs, IFNRs, TCR, 
cellular metabolic and genotoxic stresses, and anticancer drugs. In TNF-α-induced necroptosis, the engagement of TNFR1 recruits 
Complex I (composed of TRADD, RIP1, TRAF2, CYLD, and cIAP1/2). In this complex, cIAP1 and cIAP2 ubiquitinate RIP1, whereas 
CYLD deubiquitinates RIP1. Polyubiquitinated RIP1 promotes NF-κB activation and prevents the formation of Complex II a (composed 
of caspase-8, FADD, RIP1) and Complex II b (composed of caspase-8, FADD, RIP1, RIP3, and MLKL), thus promoting cell survival and 
inhibiting apoptosis and necroptosis. RIP1 deubiquitination enables Complex II a formation, but whether the cell undergoes necroptosis is 
dependent on caspase-8 activity. Activated caspase-8 cleaves RIP1 and RIP3 and blocks necroptosis. However, if caspase-8 is inactivated 
by a pharmacological inhibitor (e.g., zVAD), an endogenous inhibitor (e.g., c-FLIP
S
) or genetic caspase-8 or FADD inhibition/deletion, it 
loses the capacity to cleave RIP1 and RIP3, leading to the trans-phosphorylation of these two kinases and the formation of a filamentous-
like complex termed the necrosome. The RIP1-RIP3 necrosome subsequently recruits and activates MLKL and PGAM5. MLKL is 
phosphorylated by RIP3 and then forms a homotrimer that translocates to the plasma membrane, and this event leads to necrotic plasma 
membrane permeabilization. Upon necrosis induction, PGAM5S recruits and activates Drp1, which leads to mitochondrial fission, which 
is an early and necessary step for necrosis execution. The miRNAs involved in the regulation of key components of the necroptotic 
pathway are shown in the diagram in dark blue. TLRs, Toll-like receptors; TCR, T-cell receptor; IFNRs, interferon receptors; TNFR1, 
TNF-α receptor 1; TRADD, TNFR1-associated death domain protein; TRAF2, TNF receptor-associated factor 2; CYLD, cylindromatosis; 
cIAP1/2, cellular inhibitor of apoptosis 1/2; RIP1, receptor-interacting protein kinase 1, also referred to as RIPK1; IKK, IκB kinase; 
c-FLIP
S
, cellular FLICE-like inhibitory protein, short form. PGAM5, phosphoglycerate mutase 5; MLKL, mixed lineage kinase domain-
like; Drp1, dynamin-related protein 1.
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of Drp1, thus inhibiting Drp1 accumulation in mitochondria 
and Drp1-mediated mitochondrial fission [133]. CLYD, the 
key deubiquitinating enzyme in the apoptosis/necroptosis 
pathway, was directly targeted by miR-181b-1 and miR-
19, resulting in the hyperactivation of the NF-κB signaling 
pathway and in a high inflammatory status in cancer cells; 
these events contribute to tumor progression [134, 135]. 
In addition, miR-874 was reported to enhance necroptosis 
by targeting caspase-8, which acts as a key modulator of 
the transition between apoptosis and necroptosis [42]. To 
date, no report has demonstrated how miRNAs regulate 
other key necroptotic factors, including RIP3, MLKL, and 
PGAM5 (Figure 4).
MicroRNAs regulate the crosstalk between 
apoptosis, autophagy, and necroptosis
The molecular mechanisms underlying the interaction 
between apoptosis, autophagy and necroptosis involve 
several key nodes including Bcl-2, Beclin-1, ATG3, 
cFLIP, cIAPs, ATG5, Bcl-xL, JNK1, p53, p62, caspase-3, 
caspase-8, and DAPK. For example, under nutrient-rich 
conditions in which autophagy is unnecessary, Bcl-2 and 
Bcl-xL bind to and inhibit the autophagy inducer Beclin-1 
[136]. However, when cells are subjected to starvation, 
the binding activity of Bcl-2 and Bcl-xL is weakened 
by JNK1-mediated Bcl-2 phosphorylation to initiate 
autophagy, which promotes cell survival [137]. Similarly, the 
pro-apoptotic factor DAPK phosphorylates Beclin-1, 
promoting its dissociation from Bcl-2 and activating 
autophagy [138]. Caspase-3, -7, and -8 cleave two crucial 
components of the autophagy-inducing complex, Beclin-1 
and Class III PI3K. The cleaved fragments of Beclin-1 
lose their capacity to induce autophagy. Notably, the 
C-terminal fragment of Beclin-1 predominantly localizes 
to mitochondria and sensitizes cells to apoptosis [139]. 
Similarly, the cleavage of the autophagic protein ATG5 by the 
pro-apoptotic factor calpain can also facilitate the conversion 
from autophagy to apoptosis. Truncated ATG5 translocates 
from the cytosol to mitochondria and associates with the 
anti-apoptotic molecule Bcl-xL, inducing cytochrome 
c release and caspase activation [140, 141]. p62, a factor that 
is responsible for packaging misfolded/damaged proteins 
into the autophagosome, has been shown to be involved in 
apoptosis induction by targeting proteasomal degradation 
[142]. The tumor suppressor p53 plays a vital role in the 
regulation of apoptosis cascades. However, accumulating 
evidence supports the additional function of p53 in the 
regulation of autophagy via different pathways depending 
on its subcellular localization. On one hand, nuclear p53 
functions as a transcription factor to trans-activate several 
pro-autophagic genes (e.g., DRAM) [143]; on the other 
hand, cytoplasmic p53 tends to repress autophagy [80].
cFLIP, a negative regulator of caspase-8, binds 
to ATG3 and blocks its conjugation to LC3, thereby 
attenuating autophagy [144]. In addition, cFLIP mediates 
Figure 5: MiRNAs regulate the crosstalk between apoptosis, autophagy, and necroptosis. Accumulating studies have shown 
that a close interaction between apoptosis, autophagy, and necroptosis. Some proteins that are conventionally thought to participate in 
apoptosis (blue) may play novel roles in autophagy or necroptosis. Alternatively, some autophagy modulators (yellow) may play a role in 
other modes of programmed cell death. The major miRNAs involved in the regulation of the crosstalk between apoptosis, autophagy, and 
necroptosis are shown in the diagram in dark blue. See the text for details.
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the transition between apoptosis and necroptosis. In the 
absence of cFLIP, cells undergo apoptosis rather than 
necroptosis due to the high activity of caspase-8. A long 
isoform of cFLIP (cFLIPL) binds to caspase-8 to inhibit 
caspase-8-mediated apoptosis cascades. However, this 
cFLIPL-caspase-8 heterodimer retains the ability to 
cleave RIP1, which blocks RIP1–RIP3 formation and 
necroptosis [145]. In contrast, a short isoform of cFLIP 
(cFLIP
S
) is able to bind to caspase-8 to inhibit apoptosis, 
but the cFLIP
S
-caspase-8 heterodimer lacks the capacity 
to cleave RIP1, leading to the formation of the RIP1–
RIP3 complex and the initiation of necroptosis. This 
reveals a triple role of FLIP, which controls apoptosis, 
autophagy, and necroptosis at the same time. The E3 
ligases cIAP1 and cIAP2 mediate RIP1 ubiquitination, 
which not only promotes NF-κB activation but also 
inhibits the binding of RIP1 to Complex II, leading to 
the suppression of apoptosis and necroptosis [146]. The 
miRNAs involved in the regulation of this crosstalk are 
depicted in Figure 5.
Perspectives
In this review, we have summarized and 
discussed how miRNAs regulate apoptosis, autophagy, 
and necroptosis and have listed their roles in cancer 
progression. However, a few important questions remain 
to be answered.
(1) To date, limited studies have examined how 
miRNAs are involved in the regulation of necroptosis. 
No study has reported on whether and how certain key 
necroptotic pathway components such as RIP3, MLKL, 
and PGAM are influenced by miRNAs.
(2) One miRNA may target more than one 
component of a death pathway and even more than one 
death pathway. For example, miR-30a targets Beclin-1, 
ATG5, and p53; miR-155 regulates FADD, caspase-3, 
Rheb, and RIPK1. It is necessary to understand the 
crosstalk between these different regulatory activities and 
the strength of each regulatory effect.
(3) Because targeting cell death pathways represents 
a promising strategy to treat cancer, the potential clinical 
applications of miRNAs warrant investigation.
ACKNOWLEDGMENTS
This research was supported in part by grants 
from the National Natural Science Foundation of China 
(No. 81460440, No. 31300666, No. 81260322, and 
No. 81372322), the Natural Science Foundation of 
Yunnan Province (No. 2012FB163), the Joint Special 
Funds for the Department of Science and Technology 
of Yunnan Province-Kunming Medical University (No. 
2014FB059), and the Specialty Fund of High-level 
Talents Medical Personnel Training of Yunnan Province 
(No. D-201242).
CONFLICTS OF INTEREST
The authors declare that they have no competing 
interests.
REFERENCES
1. Valastyan S, Reinhardt F, Benaich N, Calogrias D, 
Szász AM, Wang ZC, Brock JE, Richardson AL, 
Weinberg RA. A pleiotropically acting microRNA, 
miR-31, inhibits breast cancer metastasis. Cell. 2009; 
137:1032–1046.
2. Png KJ, Halberg N, Yoshida M, Tavazoie SF. A microRNA 
regulon that mediates endothelial recruitment and metasta-
sis by cancer cells. Nature. 2012; 481:190–194.
3. Sanchez-Diaz PC, Hsiao T-H, Zou Y, Sugalski AJ, 
Heim-Hall J, Chen Y, Langevin A-M, Hung JY. In silico 
functional analyses and discovery of survival-associ-
ated microRNA signatures in pediatric osteosarcoma. 
Oncoscience. 2014; 1:599.
4. Ninio-Many L, Grossman H, Levi M, Zilber S, Tsarfaty I, 
Shomron N, Tuvar A, Chuderland D, Stemmer SM, Ben-
Aharon I. MicroRNA miR-125a-3p modulates molecular 
pathway of motility and migration in prostate cancer cells. 
Oncoscience. 2014; 1:250.
5. Martin EC, Krebs AE, Burks HE, Elliott S, Baddoo M, 
Collins-Burow BM, Flemington EK, Burow ME. miR-155 
induced transcriptome changes in the MCF-7 breast cancer 
cell line leads to enhanced mitogen activated protein kinase 
signaling. Genes & cancer. 2014; 5:353.
6. Li H, Gupta S, Du WW, Yang BB. MicroRNA-17 inhibits 
tumor growth by stimulating T-cell mediated host immune 
response. Oncoscience. 2014; 1:531.
7. Dontula R, Dinasarapu A, Chetty C, Pannuru P, Herbert E, 
Ozer H, Lakka SS. MicroRNA 203 modulates glioma cell 
migration via Robo1/ERK/MMP-9 signaling. Genes & can-
cer. 2013; 1947601913500141.
8. Li H, Yang BB. MicroRNA in drug resistance. Oncoscience. 
2014; 1:3–4.
9. Krol J, Loedige I, Filipowicz W. The widespread regula-
tion of microRNA biogenesis, function and decay. Nature 
Reviews Genetics. 2010; 11:597–610.
10. Huang Y, Shen XJ, Zou Q, Wang SP, Tang SM, Zhang GZ. 
Biological functions of microRNAs: a review. Journal of 
physiology and biochemistry. 2011; 67:129–139.
11. Carthew RW, Sontheimer EJ. Origins and mechanisms of 
miRNAs and siRNAs. Cell. 2009; 136:642–655.
12. Alahari SK. Regulation of Metastasis by miRNAs. 
MicroRNA in Cancer: Springer. 2013; :81–95.
13. Verbrugge I, Johnstone RW, Smyth MJ. SnapShot: extrinsic 
apoptosis pathways. Cell. 2010; 143:1192–1192. e1192.
14. Tabas I, Ron D. Integrating the mechanisms of apoptosis 
induced by endoplasmic reticulum stress. Nat Cell Biol. 
2011; 13:184–190.
Oncotarget8485www.impactjournals.com/oncotarget
15. Srivastava R. Apoptosis, Cell Signaling, and Human 
Diseases: Springer 2007.
16. Lima RT, Busacca S, Almeida GM, Gaudino G, 
Fennell DA, Vasconcelos MH. MicroRNA regulation of 
core apoptosis pathways in cancer. Eur J Cancer. 2011; 
47:163–174.
17. Zuckerman V, Wolyniec K, Sionov RV, Haupt S, Haupt Y. 
Tumour suppression by p53: the importance of apoptosis 
and cellular senescence. The Journal of pathology. 2009; 
219:3–15.
18. Hamada S, Masamune A, Miura S, Satoh K, 
Shimosegawa T. MiR-365 induces gemcitabine resistance 
in pancreatic cancer cells by targeting the adaptor protein 
SHC1 and pro-apoptotic regulator BAX. Cell Signal. 2014; 
26:179–185.
19. Zhou M, Liu Z, Zhao Y, Ding Y, Liu H, Xi Y, Xiong W, 
Li G, Lu J, Fodstad O. MicroRNA-125b confers the resis-
tance of breast cancer cells to paclitaxel through suppres-
sion of pro-apoptotic Bcl-2 antagonist killer 1 (Bak1) 
expression. J Biol Chem. 2010; 285:21496–21507.
20. Nakano H, Miyazawa T, Kinoshita K, Yamada Y, 
Yoshida T. Functional screening identifies a microRNA, 
miR-491 that induces apoptosis by targeting Bcl-XL in 
colorectal cancer cells. Int J Cancer. 2010; 127:1072–1080.
21. Ji F, Zhang H, Wang Y, Li M, Xu W, Kang Y, Wang Z, 
Wang Z, Cheng P, Tong D. MicroRNA-133a, downregu-
lated in osteosarcoma, suppresses proliferation and pro-
motes apoptosis by targeting Bcl-xL and Mcl-1. Bone. 
2013; 56:220–226.
22. Zhang Y, Schiff D, Park D, Abounader R. MicroRNA-608 
and MicroRNA-34a Regulate Chordoma Malignancy 
by Targeting EGFR, Bcl-xL and MET. PloS one. 2014; 
9:e91546.
23. Cimmino A, Calin GA, Fabbri M, Iorio MV, Ferracin M, 
Shimizu M, Wojcik SE, Aqeilan RI, Zupo S, Dono M. 
miR-15 and miR-16 induce apoptosis by targeting BCL2. 
Proceedings of the National Academy of Sciences of the 
United States of America. 2005; 102:13944–13949.
24. Sacconi A, Biagioni F, Canu V, Mori F, Di Benedetto A, 
Lorenzon L, Ercolani C, Di Agostino S, Cambria A, 
Germoni S. miR-204 targets Bcl-2 expression and enhances 
responsiveness of gastric cancer. Cell Death & Disease. 
2012; 3:e423.
25. Zhang H, Li Y, Huang Q, Ren X, Hu H, Sheng H, Lai M. 
MiR-148a promotes apoptosis by targeting Bcl-2 in 
colorectal cancer. Cell Death & Differentiation. 2011; 
18:1702–1710.
26. Srivastava N, Manvati S, Srivastava A, Pal R, 
Kalaiarasan P, Chattopadhyay S, Gochhait S, Dua R, 
Bamezai R. miR-24-2 controls H2AFX expression regard-
less of gene copy number alteration and induces apoptosis 
by targeting antiapoptotic gene BCL-2: a potential for thera-
peutic intervention. Breast Cancer Res. 2011; 13:R39.
27. Chen Q, Xu J, Li L, Li H, Mao S, Zhang F, Zen K, Zhang C, 
Zhang Q. MicroRNA-23a/b and microRNA-27a/b suppress 
Apaf-1 protein and alleviate hypoxia-induced neuronal 
apoptosis. Cell Death & Disease. 2014; 5:e1132.
28. Xu C, Lu Y, Pan Z, Chu W, Luo X, Lin H, Xiao J, Shan H, 
Wang Z, Yang B. The muscle-specific microRNAs miR-1 
and miR-133 produce opposing effects on apoptosis by tar-
geting HSP60, HSP70 and caspase-9 in cardiomyocytes. J 
Cell Sci. 2007; 120:3045–3052.
29. Walker JC, Harland RM. microRNA-24a is required to 
repress apoptosis in the developing neural retina. Genes 
Dev. 2009; 23:1046–1051.
30. Wang P, Zhuang L, Zhang J, Fan J, Luo J, Chen H, Wang K, 
Liu L, Chen Z, Meng Z. The serum miR-21 level serves as 
a predictor for the chemosensitivity of advanced pancreatic 
cancer, and miR-21 expression confers chemoresistance by 
targeting FasL. Molecular oncology. 2013; 7:334–345.
31. Shaffiey F, Cross E, Sathyanarayana P. Mir-590 Is a Novel 
STAT5 Regulated Oncogenic miRNA and Targets FasL In 
Acute Myeloid Leukemia. Blood. 2013; 122:3811–3811.
32. Huang G, Nishimoto K, Zhou Z, Hughes D, Kleinerman ES. 
miR-20a encoded by the miR-17–92 cluster increases the 
metastatic potential of osteosarcoma cells by regulating Fas 
expression. Cancer Res. 2012; 72:908–916.
33. Guo Q, Zhang J, Li J, Zou L, Zhang J, Xie Z, Fu X, Jiang S, 
Chen G, Jia Q. Forced miR-146a expression causes auto-
immune lymphoproliferative syndrome in mice via down-
regulation of Fas in germinal center B cells. Blood. 2013; 
121:4875–4883.
34. Li Z, Huang H, Chen P, He M, Li Y, Arnovitz S, Jiang X, 
He C, Hyjek E, Zhang J. miR-196b directly targets both 
HOXA9/MEIS1 oncogenes and FAS tumour suppressor 
in MLL-rearranged leukaemia. Nature Communications. 
2012; 2:688.
35. Razumilava N, Bronk SF, Smoot RL, Fingas CD, 
Werneburg NW, Roberts LR, Mott JL. miR-25 targets TNF-
related apoptosis inducing ligand (TRAIL) death receptor-4 
and promotes apoptosis resistance in cholangiocarcinoma. 
Hepatology. 2012; 55:465–475.
36. Abend JR, Uldrick T, Ziegelbauer JM. Regulation of tumor 
necrosis factor-like weak inducer of apoptosis receptor pro-
tein (TWEAKR) expression by Kaposi's sarcoma-associated 
herpesvirus microRNA prevents TWEAK-induced apopto-
sis and inflammatory cytokine expression. J Virol. 2010; 
84:12139–12151.
37. Zhang L, Dong L, Li Y, Hong Z, Wei W. The microRNA 
miR-181c controls microglia-mediated neuronal apoptosis 
by suppressing tumor necrosis factor. Journal of neuroin-
flammation. 2012; 9:211.
38. Rossato M, Curtale G, Tamassia N, Castellucci M, Mori L, 
Gasperini S, Mariotti B, De Luca M, Mirolo M, Cassatella 
MA. IL-10-induced microRNA-187 negatively regulates 
TNF-α, IL-6, and IL-12p40 production in TLR4-stimulated 
Oncotarget8486www.impactjournals.com/oncotarget
monocytes. Proceedings of the National Academy of 
Sciences. 2012; 109:E3101–E3110.
39. Guennewig B, Roos M, Dogar AM, Gebert LF, Zagalak JA, 
Vongrad V, Metzner KJ, Hall J. Synthetic pre-microRNAs 
reveal dual-strand activity of miR-34a on TNF-α. RNA. 
2014; 20:61–75.
40. Wang HQ, Yu XD, Liu ZH, Cheng X, Samartzis D, Jia LT, 
Wu SX, Huang J, Chen J, Luo ZJ. Deregulated miR-155 
promotes Fas-mediated apoptosis in human intervertebral 
disc degeneration by targeting FADD and caspase-3. The 
Journal of pathology. 2011; 225:232–242.
41. Yamada N, Noguchi S, Kumazaki M, Shinohara H, Miki K, 
Naoe T, Akao Y. Epigenetic regulation of microRNA-
128a expression contributes to the apoptosis-resistance of 
human T-cell leukaemia Jurkat cells by modulating expres-
sion of Fas-associated protein with death domain (FADD). 
Biochimica et Biophysica Acta (BBA)-Molecular Cell 
Research. 2014; 1843:590–602.
42. Wang K, Liu F, Zhou L, Ding S, Long B, Liu C, Sun T, 
Fan Y, Sun L, Li P. miR-874 regulates myocardial necrosis 
by targeting caspase-8. Cell Death & Disease. 2013; 4:e709.
43. Zhang J, Du Y, Wu C, Ren X, Ti X, Shi J, Zhao F, Yin 
H. Curcumin promotes apoptosis in human lung adenocar-
cinoma cells through miR-186* signaling pathway. Oncol 
Rep. 2010; 24:1217–1223.
44. Chen F, Zhu H-H, Zhou L-F, Wu S-S, Wang J, Chen Z. 
Inhibition of c-FLIP expression by miR-512–3p contrib-
utes to taxol-induced apoptosis in hepatocellular carcinoma 
cells. Oncol Rep. 2010; 23:1457–1462.
45. Chitnis NS, Pytel D, Bobrovnikova-Marjon E, Pant D, 
Zheng H, Maas NL, Frederick B, Kushner JA, Chodosh LA, 
Koumenis C. miR-211 Is a Prosurvival MicroRNA that 
Regulates chop Expression in a PERK-Dependent Manner. 
Mol Cell. 2012; 48:353–364.
46. Behrman S, Acosta-Alvear D, Walter P. A CHOP-regulated 
microRNA controls rhodopsin expression. The Journal of 
Cell Biology. 2011; 192:919–927.
47. Tsang WP, Kwok TT. Let-7a microRNA suppresses ther-
apeutics-induced cancer cell death by targeting caspase-3. 
Apoptosis. 2008; 13:1215–1222.
48. Fang J, Song X-W, Tian J, Chen H-Y, Li D-F, Wang J-F, 
Ren A-J, Yuan W-J, Lin L. Overexpression of 
microRNA-378 attenuates ischemia-induced apoptosis 
by inhibiting caspase-3 expression in cardiac myocytes. 
Apoptosis. 2012; 17:410–423.
49. Hudson R, Yi M, Esposito D, Glynn S, Starks A, Yang Y, 
Schetter A, Watkins S, Hurwitz A, Dorsey T. MicroRNA-
106b-25 cluster expression is associated with early disease 
recurrence and targets caspase-7 and focal adhesion in 
human prostate cancer. Oncogene. 2013; 32:4139–4147.
50. Chen H-Y, Lin Y-M, Chung H-C, Lang Y-D, Lin C-J, 
Huang J, Wang W-C, Lin F-M, Chen Z, Huang H-D. 
miR-103/107 promote metastasis of colorectal cancer by 
targeting the metastasis suppressors DAPK and KLF4. 
Cancer Res. 2012; 72:3631–3641.
51. Li Q, Zhang D, Wang Y, Sun P, Hou X, Larner J, Xiong W, 
Mi J. MiR-21/Smad 7 signaling determines TGF-β1-
induced CAF formation. Scientific reports. 2013; 3.
52. Lan SH, Wu SY, Zuchini R, Lin XZ, Su IJ, Tsai TF, Lin YJ, 
Wu CT, Liu HS. Autophagy suppresses tumorigenesis of 
hepatitis B virus-associated hepatocellular carcinoma 
through degradation of microRNA-224. Hepatology. 2014; 
59:505–517.
53. Le MT, Teh C, Shyh-Chang N, Xie H, Zhou B, Korzh V, 
Lodish HF, Lim B. MicroRNA-125b is a novel negative 
regulator of p53. Genes Dev. 2009; 23:862–876.
54. Swarbrick A, Woods SL, Shaw A, Balakrishnan A, Phua Y, 
Nguyen A, Chanthery Y, Lim L, Ashton LJ, Judson RL. 
miR-380–5p represses p53 to control cellular survival and 
is associated with poor outcome in MYCN-amplified neu-
roblastoma. Nat Med. 2010; 16:1134–1140.
55. Hu W, Chan CS, Wu R, Zhang C, Sun Y, Song JS, 
Tang LH, Levine AJ, Feng Z. Negative regulation of tumor 
suppressor p53 by microRNA miR-504. Mol Cell. 2010; 
38:689–699.
56. Xu C-X, Xu M, Tan L, Yang H, Permuth-Wey J, Kruk PA, 
Wenham RM, Nicosia SV, Lancaster JM, Sellers TA. 
MicroRNA miR-214 regulates ovarian cancer cell 
stemness by targeting p53/Nanog. J Biol Chem. 2012; 
287:34970–34978.
57. Li J, Donath S, Li Y, Qin D, Prabhakar BS, Li P. miR-30 
regulates mitochondrial fission through targeting p53 and 
the dynamin-related protein-1 pathway. PLoS Genet. 2010; 
6:e1000795.
58. Ye D, Wang G, Liu Y, Huang W, Wu M, Zhu S, Jia W, 
Deng AM, Liu H, Kang J. MiR-138 Promotes Induced 
Pluripotent Stem Cell Generation Through the Regulation 
of the p53 Signaling. Stem Cells. 2012; 30:1645–1654.
59. Suzuki HI, Yamagata K, Sugimoto K, Iwamoto T, Kato S, 
Miyazono K. Modulation of microRNA processing by p53. 
Nature. 2009; 460:529–533.
60. Jin L, Hu WL, Jiang CC, Wang JX, Han CC, Chu P, 
Zhang LJ, Thorne RF, Wilmott J, Scolyer RA. 
MicroRNA-149*, a p53-responsive microRNA, func-
tions as an oncogenic regulator in human melanoma. 
Proceedings of the National Academy of Sciences. 2011; 
108:15840–15845.
61. Barlev N, Sayan B, Candi E, Okorokov A. The microRNA 
and p53 families join forces against cancer. Cell Death & 
Differentiation. 2010; 17:373–375.
62. Donzelli S, Strano S, Blandino G. microRNAs: short non-
coding bullets of gain of function mutant p53 proteins. 
Oncoscience. 2014; 1:427.
63. Siegel C, Li J, Liu F, Benashski SE, McCullough LD. 
miR-23a regulation of X-linked inhibitor of apoptosis 
(XIAP) contributes to sex differences in the response to 
Oncotarget8487www.impactjournals.com/oncotarget
cerebral ischemia. Proceedings of the National Academy of 
Sciences. 2011; 108:11662–11667.
64. Xie Y, Tobin LA, Camps J, Wangsa D, Yang J, Rao M, 
Witasp E, Awad KS, Yoo N, Ried T. MicroRNA-24 regu-
lates XIAP to reduce the apoptosis threshold in cancer cells. 
Oncogene. 2013; 32:2442–2451.
65. Bian K, Fan J, Zhang X, Yang X-W, Zhu H-Y, Wang L, Sun 
J-Y, Meng Y-L, Cui P-C, Cheng S-Y. MicroRNA-203 leads 
to G1 phase cell cycle arrest in laryngeal carcinoma cells by 
directly targeting survivin. FEBS Lett. 2012; 586:804–809.
66. Alajez NM, Lenarduzzi M, Ito E, Hui AB, Shi W, Bruce J, 
Yue S, Huang SH, Xu W, Waldron J. MiR-218 suppresses 
nasopharyngeal cancer progression through downregulation 
of survivin and the SLIT2-ROBO1 pathway. Cancer Res. 
2011; 71:2381–2391.
67. Keklikoglou I, Koerner C, Schmidt C, Zhang J, 
Heckmann D, Shavinskaya A, Allgayer H, Gückel B, 
Fehm T, Schneeweiss A. MicroRNA-520/373 family func-
tions as a tumor suppressor in estrogen receptor negative 
breast cancer by targeting NF-κB and TGF-β signaling 
pathways. Oncogene. 2012; 31:4150–4163.
68. Jiang L, Lin C, Song L, Wu J, Chen B, Ying Z, Fang L, 
Yan X, He M, Li J. MicroRNA-30e* promotes human 
glioma cell invasiveness in an orthotopic xenotransplanta-
tion model by disrupting the NF-κB/IκBα negative feedback 
loop. The Journal of clinical investigation. 2012; 122:33.
69. Ding J, Huang S, Wang Y, Tian Q, Zha R, Shi H, Wang Q, 
Ge C, Chen T, Zhao Y. Genome-wide screening reveals 
that miR-195 targets the TNF-α/NF-κB pathway by down-
regulating IκB kinase alpha and TAB3 in hepatocellular 
carcinoma. Hepatology. 2013; 58:654–666.
70. Legakis JE, Yen W, Klionsky DJ. A cycling protein 
 complex required for selective autophagy. Autophagy. 
2007; 3:422.
71. Yang Z, Klionsky DJ. Mammalian autophagy: core molecu-
lar machinery and signaling regulation. Curr Opin Cell Biol. 
2010; 22:124–131.
72. Ichimura Y, Komatsu M. Selective degradation of p62 by 
autophagy. Seminars in immunopathology. Springer 2010; 
:431–436.
73. Frankel LB, Lund AH. MicroRNA regulation of autophagy. 
Carcinogenesis. 2012; 33:2018–2025.
74. Kroemer G, Mariño G, Levine B. Autophagy and the inte-
grated stress response. Mol Cell. 2010; 40:280–293.
75. Singh R, Cuervo AM. Autophagy in the cellular energetic 
balance. Cell metabolism. 2011; 13:495–504.
76. Fujita N, Itoh T, Omori H, Fukuda M, Noda T, Yoshimori T. 
The Atg16L complex specifies the site of LC3 lipidation for 
membrane biogenesis in autophagy. Molecular biology of 
the cell. 2008; 19:2092–2100.
77. Wang S-y, Yu Q-j, Zhang R-d, Liu B. Core signaling path-
ways of survival/death in autophagy-related cancer net-
works. The international journal of biochemistry & cell 
biology. 2011; 43:1263–1266.
78. Lorin S, Hamaï A, Mehrpour M, Codogno P. Autophagy 
regulation and its role in cancer. Semin Cancer Biol. 
Elsevier 2013; :361–379.
79. Meijer AJ, Codogno P. Autophagy: regulation by energy 
sensing. Curr Biol. 2011; 21:R227–R229.
80. Maiuri MC, Galluzzi L, Morselli E, Kepp O, Malik SA, 
Kroemer G. Autophagy regulation by p53. Curr Opin Cell 
Biol. 2010; 22:181–185.
81. He C, Klionsky DJ. Regulation mechanisms and signaling 
pathways of autophagy. Annu Rev Genet. 2009; 43:67.
82. Russell RC, Yuan H-X, Guan K-L. Autophagy regulation 
by nutrient signaling. Cell Res. 2014; 24:42–57.
83. Wu H, Wang F, Hu S, Yin C, Li X, Zhao S, Wang J, Yan X. 
MiR-20a and miR-106b negatively regulate autophagy 
induced by leucine deprivation via suppression of ULK1 
expression in C2C12 myoblasts. Cell Signal. 2012; 
24:2179–2186.
84. Ju J-A, Huang C-T, Lan S-H, Wang T-H, Lin P-C, Lee J-C, 
Tian Y-F, Liu H-S. Characterization of a colorectal cancer 
migration and autophagy-related microRNA miR-338-5p 
and its target gene PIK3C3. Biomarkers and Genomic 
Medicine. 2013; 5:74–78.
85. Zhu H, Wu H, Liu X, Li B, Chen Y, Ren X, Liu C-G, 
Yang J-M. Regulation of autophagy by a beclin 1-targeted 
microRNA, miR-30a, in cancer cells. Autophagy. 2009; 
5:816–823.
86. Korkmaz G, Le Sage C, Tekirdag KA, Agami R, 
Gozuacik D. miR-376b controls starvation and mTOR inhi-
bition-related autophagy by targeting ATG4C and BECN1. 
Autophagy. 2012; 8:165–176.
87. Menghini R, Casagrande V, Marino A, Marchetti V, 
Cardellini M, Stoehr R, Rizza S, Martelli E, Greco S, 
Mauriello A. MiR-216a: a link between endothelial dys-
function and autophagy. Cell Death & Disease. 2014; 
5:e1029.
88. Huang Y, Guerrero-Preston R, Ratovitski EA. Phospho-
ΔNp63α-dependent regulation of autophagic signaling 
through transcription and micro-RNA modulation. Cell 
Cycle. 2012; 11:1247.
89. Mikhaylova O, Stratton Y, Hall D, Kellner E, Ehmer B, 
Drew AF, Gallo CA, Plas DR, Biesiada J, Meller J. VHL-
regulated MiR-204 suppresses tumor growth through inhibi-
tion of LC3B-mediated autophagy in renal clear cell carci-
noma. Cancer Cell. 2012; 21:532–546.
90. Frankel LB, Wen J, Lees M, Høyer-Hansen M, Farkas T, 
Krogh A, Jäättelä M, Lund AH. microRNA-101 is a 
potent inhibitor of autophagy. The EMBO journal. 2011; 
30:4628–4641.
91. Comincini S, Allavena G, Palumbo S, Morini M, Durando F, 
Angeletti F, Pirtoli L, Miracco C. microRNA-17 regulates 
the expression of ATG7 and modulates the autophagy pro-
cess, improving the sensitivity to temozolomide and low-
dose ionizing radiation treatments in human glioblastoma 
cells. Cancer biology & therapy. 2013; 14:574–586.
Oncotarget8488www.impactjournals.com/oncotarget
92. Chang Y, Yan W, He X, Zhang L, Li C, Huang H, 
Nace G, Geller DA, Lin J, Tsung A. miR-375 inhibits 
autophagy and reduces viability of hepatocellular carci-
noma cells under hypoxic conditions. Gastroenterology. 
2012; 143:177–187. e178.
93. Wang P, Zhang J, Zhang L, Zhu Z, Fan J, Chen L, 
Zhuang L, Luo J, Chen H, Liu L. MicroRNA 23b regu-
lates autophagy associated with radioresistance of pancre-
atic cancer cells. Gastroenterology. 2013; 145:1133–1143. 
e1112.
94. Lu C, Xu Z-x. MiR-106b family regulates autophagy via 
targeting ATG16L1. The Journal of Immunology. 2012; 
188:172. 141.
95. Yu Y, Cao L, Yang L, Kang R, Lotze M, Tang D. 
microRNA 30A promotes autophagy in response to cancer 
therapy. Autophagy. 2012; 8:853–855.
96. Ying Q, Liang L, Guo W, Zha R, Tian Q, Huang S, Yao J, 
Ding J, Bao M, Ge C. Hypoxia-inducible MicroRNA-210 
augments the metastatic potential of tumor cells by target-
ing vacuole membrane protein 1 in hepatocellular carci-
noma. Hepatology. 2011; 54:2064–2075.
97. Zhao G, Zhang J-G, Liu Y, Qin Q, Wang B, Tian K, Liu L, 
Li X, Niu Y, Deng S-C. MiR-148b functions as a tumor 
suppressor in pancreatic cancer by targeting AMPKα1. 
Mol Cancer Ther. 2013; 12:83–93.
98. Zhao N, Wang R, Zhou L, Zhu Y, Gong J, Zhuang S-M. 
MicroRNA-26b suppresses the NF-κB signaling and 
enhances the chemosensitivity of hepatocellular carcinoma 
cells by targeting TAK1 and TAB3. Molecular cancer. 
2014; 13:35.
99. Oneyama C, Ikeda J, Okuzaki D, Suzuki K, Kanou T, 
Shintani Y, Morii E, Okumura M, Aozasa K, Okada M. 
MicroRNA-mediated downregulation of mTOR/FGFR3 
controls tumor growth induced by Src-related oncogenic 
pathways. Oncogene. 2011; 30:3489–3501.
100. Fornari F, Milazzo M, Chieco P, Negrini M, Calin GA, 
Grazi GL, Pollutri D, Croce CM, Bolondi L, 
Gramantieri L. MiR-199a-3p regulates mTOR and c-Met 
to influence the doxorubicin sensitivity of human hepato-
carcinoma cells. Cancer Res. 2010; 70:5184–5193.
101. Yang Y, Liu L, Zhang Y, Guan H, Wu J, Zhu X, Yuan J, 
Li M. MiR-503 targets PI3K p85 and IKK-β and sup-
presses progression of non-small cell lung cancer. Int J 
Cancer. 2014.
102. Yu T, Li J, Yan M, Liu L, Lin H, Zhao F, Sun L, Zhang Y, 
Cui Y, Zhang F. MicroRNA-193a-3p and-5p suppress the 
metastasis of human non-small-cell lung cancer by down-
regulating the ERBB4/PIK3R3/mTOR/S6K2 signaling 
pathway. Oncogene. 2014; 1351:531–542.
103. Cimino D, De Pittà C, Orso F, Zampini M, Casara S, 
Penna E, Quaglino E, Forni M, Damasco C, Pinatel E. 
miR148b is a major coordinator of breast cancer pro-
gression in a relapse-associated microRNA signature by 
targeting ITGA5, ROCK1, PIK3CA, NRAS, and CSF1. 
The FASEB Journal. 2013; 27:1223–1235.
104. Liao WT, Ye YP, Zhang NJ, Li TT, Wang SY, Cui YM, 
Qi L, Wu P, Jiao HL, Xie YJ. MicroRNA-30b functions 
as a tumour suppressor in human colorectal cancer by 
 targeting KRAS, PIK3CD and BCL2. The Journal of 
pathology. 2014; 232:415–427.
105. Shi Y, Chen C, Zhang X, Liu Q, Xu J-L, Zhang H-R, Yao 
X-H, Jiang T, He Z-C, Ren Y. Primate-specific miR-663 
functions as a tumor suppressor by targeting PIK3CD and 
predicts the prognosis of human glioblastoma. Clin Cancer 
Res. 2014; 20:1803–1813.
106. Meng F, Henson R, Wehbe-Janek H, Ghoshal K, 
Jacob ST, Patel T. MicroRNA-21 regulates expression of 
the PTEN tumor suppressor gene in human hepatocellular 
cancer. Gastroenterology. 2007; 133:647–658.
107. Yang H, Kong W, He L, Zhao J-J, O'Donnell JD, 
Wang J, Wenham RM, Coppola D, Kruk PA, Nicosia SV. 
MicroRNA expression profiling in human ovarian cancer: 
miR-214 induces cell survival and cisplatin resistance by 
targeting PTEN. Cancer Res. 2008; 68:425–433.
108. Kato M, Putta S, Wang M, Yuan H, Lanting L, Nair I, 
Gunn A, Nakagawa Y, Shimano H, Todorov I. TGF-β 
activates Akt kinase through a microRNA-dependent 
amplifying circuit targeting PTEN. Nat Cell Biol. 2009; 
11:881–889.
109. Huse JT, Brennan C, Hambardzumyan D, Wee B, Pena J, 
Rouhanifard SH, Sohn-Lee C, le Sage C, Agami R, 
Tuschl T. The PTEN-regulating microRNA miR-26a is 
amplified in high-grade glioma and facilitates gliomagen-
esis in vivo. Genes Dev. 2009; 23:1327–1337.
110. Mouw JK, Yui Y, Damiano L, Bainer RO, Lakins JN, 
Acerbi I, Ou G, Wijekoon AC, Levental KR, 
Gilbert PM. Tissue mechanics modulate microRNA-
dependent PTEN expression to regulate malignant 
 progression. Nat Med. 2014; 20:360–367.
111. Tsukamoto Y, Nakada C, Noguchi T, Tanigawa M, 
Nguyen LT, Uchida T, Hijiya N, Matsuura K, Fujioka T, 
Seto M. MicroRNA-375 is downregulated in gastric carci-
nomas and regulates cell survival by targeting PDK1 and 
14–3-3ζ. Cancer Res. 2010; 70:2339–2349.
112. Yoo J, Jung H, Lee J, Yi H, Oh S, Ko H, Yoo H, Kim H, 
Song H, Kim S. The novel miR-9500 regulates the pro-
liferation and migration of human lung cancer cells by 
 targeting Akt1. Cell Death & Differentiation. 2014.
113. Cai N, Wang Y-D, Zheng P-S. The microRNA-302–367 
cluster suppresses the proliferation of cervical carci-
noma cells through the novel target AKT1. RNA. 2013; 
19:85–95.
114. Wang J, Yang K, Zhou L, Wu Y, Zhu M, Lai X, Chen T, 
Feng L, Li M, Huang C. MicroRNA-155 promotes 
 autophagy to eliminate intracellular mycobacteria by 
 targeting Rheb. PLoS Path. 2013; 9:e1003697.
Oncotarget8489www.impactjournals.com/oncotarget
115. Yang K, Wu M, Li M, Li D, Peng A, Nie X, Sun M, 
Wang J, Wu Y, Deng Q. miR-155 suppresses bacterial 
clearance in Pseudomonas aeruginosa keratitis by target-
ing Rheb. J Infect Dis. 2014; 210:89–98.
116. Deng M, Tang H, Zhou Y, Zhou M, Xiong W, Zheng Y, 
Ye Q, Zeng X, Liao Q, Guo X. miR-216b suppresses 
tumor growth and invasion by targeting KRAS in naso-
pharyngeal carcinoma. J Cell Sci. 2011; 124:2997–3005.
117. Hatley ME, Patrick DM, Garcia MR, Richardson JA, 
Bassel-Duby R, Van Rooij E, Olson EN. Modulation of 
K-Ras-dependent lung tumorigenesis by MicroRNA-21. 
Cancer Cell. 2010; 18:282–293.
118. Yang G, Wu D, Zhu J, Jiang O, Shi Q, Tian J, Weng Y. 
Upregulation of miR-195 increases the sensitivity of breast 
cancer cells to Adriamycin treatment through inhibition of 
Raf-1. Oncol Rep. 2013; 30:877–889.
119. Hirata H, Hinoda Y, Ueno K, Shahryari V, Tabatabai ZL, 
Dahiya R. MicroRNA-1826 targets VEGFC, beta-catenin 
(CTNNB1) and MEK1 (MAP2K1) in human bladder can-
cer. Carcinogenesis. 2012; 33:41–48.
120. Ichimura A, Ruike Y, Terasawa K, Shimizu K, 
Tsujimoto G. miR-34a inhibits cell proliferation by 
repressing MEK1 during megakaryocytic differentiation 
of K562. Mol Pharmacol. 2010; . mol. 109.063321.
121. Wang L, Shi M, Hou S, Ding B, Liu L, Ji X, Zhang J, 
Deng Y. MiR-483–5p suppresses the proliferation of 
 glioma cells via directly targeting ERK1. FEBS Lett. 
2012; 586:1312–1317.
122. Wang F, Xiong L, Huang X, Zhao T, Wu L-y, Liu Z-h, 
Ding X, Liu S, Wu Y, Zhao Y. miR-210 suppresses 
BNIP3 to protect against the apoptosis of neural progeni-
tor cells. Stem cell research. 2013; 11:657–667.
123. Hwang-Verslues W, Chang P, Wei P, Yang C, Huang C, 
Kuo W, Shew J, Chang K, Lee EYP, Lee W. miR-495 is 
upregulated by E12/E47 in breast cancer stem cells, and 
promotes oncogenesis and hypoxia resistance via down-
regulation of E-cadherin and REDD1. Oncogene. 2011; 
30:2463–2474.
124. Chan FK-M. Programmed Necrosis/Necroptosis: An 
Inflammatory Form of Cell Death. Cell Death. Springer 
2014; :211–228.
125. Zhou W, Yuan J. SnapShot: Necroptosis. Cell. 2014; 
158:464–464. e461.
126. Degterev A, Huang Z, Boyce M, Li Y, Jagtap P, 
Mizushima N, Cuny GD, Mitchison TJ, Moskowitz MA, 
Yuan J. Chemical inhibitor of nonapoptotic cell death with 
therapeutic potential for ischemic brain injury. Nat Chem 
Biol. 2005; 1:112–119.
127. Zhou W, Yuan J. Necroptosis in health and diseases. 
Semin Cell Dev Biol. Elsevier 2014; 35:14–23.
128. He S, Wang L, Miao L, Wang T, Du F, Zhao L, Wang X. 
Receptor interacting protein kinase-3 determines cellular 
necrotic response to TNF-α. Cell. 2009; 137:1100–1111.
129. Sun L, Wang H, Wang Z, He S, Chen S, Liao D, Wang L, 
Yan J, Liu W, Lei X. Mixed lineage kinase domain-like 
protein mediates necrosis signaling downstream of RIP3 
kinase. Cell. 2012; 148:213–227.
130. Cai Z, Jitkaew S, Zhao J, Chiang H-C, Choksi S, Liu J, 
Ward Y, Wu L-g, Liu Z-G. Plasma membrane transloca-
tion of trimerized MLKL protein is required for TNF-
induced necroptosis. Nat Cell Biol. 2014; 16:55–65.
131. Wang Z, Jiang H, Chen S, Du F, Wang X. The mitochon-
drial phosphatase PGAM5 functions at the convergence 
point of multiple necrotic death pathways. Cell. 2012; 
148:228–243.
132. Liu J, van Mil A, Vrijsen K, Zhao J, Gao L, Metz CH, 
Goumans MJ, Doevendans PA, Sluijter JP. MicroRNA-5 
prevents necrotic cell death in human cardiomyocyte pro-
genitor cells via targeting RIP1. J Cell Mol Med. 2011; 
15:1474–1482.
133. Wang J-X, Jiao J-Q, Li Q, Long B, Wang K, Liu J-P, 
Li Y-R, Li P-F. miR-499 regulates mitochondrial dynam-
ics by targeting calcineurin and dynamin-related protein-1. 
Nat Med. 2011; 17:71–78.
134. Iliopoulos D, Jaeger SA, Hirsch HA, Bulyk ML, Struhl K. 
STAT3 activation of miR-21 and miR-181b-1 via PTEN 
and CYLD are part of the epigenetic switch linking 
inflammation to cancer. Mol Cell. 2010; 39:493–506.
135. Ye H, Liu X, Lv M, Wu Y, Kuang S, Gong J, Yuan P, 
Zhong Z, Li Q, Jia H. MicroRNA and transcription fac-
tor co-regulatory network analysis reveals miR-19 inhibits 
CYLD in T-cell acute lymphoblastic leukemia. Nucleic 
Acids Res. 2012; 40:5201–5214.
136. Pattingre S, Tassa A, Qu X, Garuti R, Liang XH, 
Mizushima N, Packer M, Schneider MD, Levine B. Bcl-2 
antiapoptotic proteins inhibit Beclin 1-dependent autoph-
agy. Cell. 2005; 122:927–939.
137. Wei Y, Pattingre S, Sinha S, Bassik M, Levine B. JNK1-
mediated phosphorylation of Bcl-2 regulates starvation-
induced autophagy. Mol Cell. 2008; 30:678–688.
138. Zalckvar E, Berissi H, Mizrachy L, Idelchuk Y, Koren I, 
Eisenstein M, Sabanay H, Pinkas-Kramarski R, Kimchi A. 
DAP-kinase-mediated phosphorylation on the BH3 
domain of beclin 1 promotes dissociation of beclin 1 from 
Bcl-XL and induction of autophagy. EMBO reports. 2009; 
10:285–292.
139. Wirawan E, Walle LV, Kersse K, Cornelis S, Claerhout S, 
Vanoverberghe I, Roelandt R, De Rycke R, Verspurten J, 
Declercq W. Caspase-mediated cleavage of Beclin- 
 inactivates Beclin—induced autophagy and enhances 
apoptosis by promoting the release of proapoptotic factors 
from mitochondria. Cell Death & Disease. 2010; 1:e18.
140. Yousefi S, Perozzo R, Schmid I, Ziemiecki A, Schaffner T, 
Scapozza L, Brunner T, Simon H-U. Calpain-mediated 
cleavage of Atg5 switches autophagy to apoptosis. Nat 
Cell Biol. 2006; 8:1124–1132.
Oncotarget8490www.impactjournals.com/oncotarget
141. Bhutia SK, Dash R, Das SK, Azab B, Su Z-z, Lee S-G, 
Grant S, Yacoub A, Dent P, Curiel DT. Mechanism of autoph-
agy to apoptosis switch triggered in prostate cancer cells by 
antitumor cytokine melanoma  differentiation-associated gene 
7/interleukin-24. Cancer Res. 2010; 70:3667–3676.
142. Moscat J, Diaz-Meco MT. p62 at the crossroads of autoph-
agy, apoptosis, and cancer. Cell. 2009; 137:1001–1004.
143. Crighton D, Wilkinson S, O'Prey J, Syed N, Smith P, 
Harrison PR, Gasco M, Garrone O, Crook T, Ryan KM. 
DRAM, a p53-induced modulator of autophagy, is critical 
for apoptosis. Cell. 2006; 126:121–134.
144. Lee J-S, Li Q, Lee J-Y, Lee S-H, Jeong JH, Lee H-R, 
Chang H, Zhou F-C, Gao S-J, Liang C. FLIP-mediated 
autophagy regulation in cell death control. Nat Cell Biol. 
2009; 11:1355–1362.
145. Oberst A, Dillon CP, Weinlich R, McCormick LL, 
Fitzgerald P, Pop C, Hakem R, Salvesen GS, Green DR. 
Catalytic activity of the caspase-8-FLIPL complex 
inhibits RIPK3-dependent necrosis. Nature. 2011; 
471:363–367.
146. Feoktistova M, Geserick P, Kellert B, Dimitrova DP, 
Langlais C, Hupe M, Cain K, MacFarlane M, Häcker G, 
Leverkus M. cIAPs block Ripoptosome formation, a RIP1/
caspase-8 containing intracellular cell death complex dif-
ferentially regulated by cFLIP isoforms. Mol Cell. 2011; 
43:449–463.
